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International application No. 
PCT/US07/09499 


Box No. I Basis of this opinion 


1 . With regard to the language, this opinion has been established on the basis of: 




[>^1 the international application in the language in which it was filed 




' t a translation of the international application into , which is the language of a translation furnished for the purposes of 
international search (Rules 12.3(a) and 23.1(b)). 


2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 


a. type of material 




I | a sequence listing 




I | table(s) related to the sequence listing 




b. format of material 




1 I on paper 




1 I in electronic form 




c. time of filing/furnishing 




I | contained in the international application as filed. 




I | filed together with the international application in electronic form. 




I | furnished subsequently to this Authority for the purposes of search. 




3- [ZD m addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 


4. Additional comments: 
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International application No. 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 


The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), or to be 
industrially applicable have not been examined in respect of: 


1 | the entire international application 




|^| claims Nos. 1 0- 1 7,36-40 and 1 04- 1 1 5 




because: 





the said international application, or the said claim Nos. relate to the following subject matter which does not require 

an international search (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 10-17,36-40 and 104-115 are so 
unclear that no meaningful opinion could be formed (specify): 

The claims are improper multiple dependent claims under PCT Rule 6.4(a). 



[ "j the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion could be 

formed (specify): 



□ 
□ 



no international search report has been established for said claims Nos. 



□ 



□ 
□ 



a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

1 | furnish a sequence listing on paper complying with the standard provided for in Annex C of the 
Administrative Instructions, and such listing was not available to the International Searching Authority 
in a form and manner acceptable to it. 

1 | furnish a sequence listing in electronic form complying with the standard provided for in Annex C of 
the Administrative Instructions, and such listing was not available to the International Searching 
Authority in a form and manner acceptable to it. 

1 1 pay the required late furnishing fee for the furnishing of a sequence listing in response to an invitation 
under Rules 13fer.l(a) or (b). 

a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant did 
not, within the prescribed time limit, furnish such tables in electronic form complying with the technical 
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not available 
to the International Searching Authority in a form and manner acceptable to it. 

the tables related to the nucleotide and/or amino acid sequence listing, if in electronic form only, do not comply 
with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

See Supplemental Box for further details. 



Form PCT/ISA/237 (Box No. Ill) (April 2005) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US07/09499 



Box No. V Reasoned statement under Rule 43 *is.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



2. Citations and explanations: 
Please See Continuation Sheet 



Claims 3-4,21-22, 27-35. 41-55 



Claims 1-2. 5-9. 18-20. 23-26. 56-103 



_YES 
_NO 



Claims NONE 



Claims 1-9. 18-35.41-103 
Claims 1-9, 18-35.41-103 



_YES 
_NO 



Claims NONE 



_YES 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 



International application No. 
PCT/US07/09499 



V. 2. Citations and Explanations: 

Claims 1-9, 18-35 and 41-103 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject 
matter claimed can be made or used in industry. 

Claims 1-2, 5-6, 8, 18-20, 23-26 and 56-103 lack novelty under PCT Article 33(2) as being anticipated by US 6,787,637 Bl to 
SCHENK. Schenk discloses methods of treating Alzheimer's disease comprising administration of humanized antibodies that 
specifically bind to the N-terminus of amyloid-p (Ap). Such antibodies include humanized versions of the monoclonal antibodies 3D6 
(which binds to an epitope within Api-5) and 10D5 (which binds to an epitope within Ap3-6). The therapeutic antibodies are disclosed 
to bind to Ap with a binding affinity greater than or equal to about 10 7 , 10 8 , 10 9 , or 10 10 M" 1 . Schenk discloses that therapeutic dosages 
for antibody administration range from about 0.0001 to 100 mg/kg, and more usually 0.01 to 5 mg/kg host body weight. For a typical 
adult human weighing approximately 70 kg, the amount of administered antibody would be approximately 7-350 mg, and for an aged rat 
weighing approximately 0.55 kg (such as in an animal model of Alzheimer's disease), the dosage of administered antibody would range 
from 0.0055-2.75 mg. Thus, depending on the weight of the subject being administered the antibody, the dosages disclosed by Schenk 
encompass the instantly claimed antibody dosages. 

The antibody may be administered on multiple occasions, with intervals between single dosages ranging from weekly to 
monthly to yearly. For example, an exemplary treatment regime is taught as administration of the antibody once per every two weekly 
(i.e., biweekly) or once a month or once every 3 to 6 months, intervals can also be irregular as indicated by measuring blood levels of 
antibody to Ap in the patient, and dosage can be adjusted to achieve a blood antibody concentration of 1-1000 fig/ml. The dosage and 
frequency of administration can vary depending on the half-life of the antibody in the patient, and whether the treatment is prophylactic 
or therapeutic in nature. For example, prophylactic applications may require treatment over longer periods of time than therapeutic 
applications, but in either case the treatment many be continued for years. Agents are disclosed as being administered by parenteral, 
intravenous, or subcutaneous routes. 

Schenk also teaches that any of the disclosed diagnostic techniques, including assessment by cognitive testing such as Mini- 
Mental State Exam (MMSE), ADAS-COG, and MRI (see Example XVIII), may be used for evaluating and monitoring disease 
progression and/or response to treatment in patients who have been previously diagnosed with Alzheimer's disease. Accordingly, the 
teachings of Schenk anticipate instant claims 1-2, 5-6, 8, 18-20, 23-26 and 56-103. 

Claims 3-4, 21-22, 27-35, 41-48 and 50-52 lack an inventive step under PCT Article 33(3) as being obvious over US 6,787,637 Bl to 
SCHENK in view of GILMAN et al. (2005) and CASEY et al. (2000). The teachings of Schenk are discussed above. 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 

Gilman et al. teach the assessment of adverse effects for up to one year following a clinical trial in Alzheimer's patients 
receiving an immunotherapeutic agent (AN 1792). Several commonly used cognitive and functional tests employed by Gilman et al. 
include ADAS-Cog, MMSE, Neuropsychological Test Battery (NTB), and MRI (see Abstract, p. 1553). Gilman discloses that infection 
(19%), headache (1 7.3%), diarrhea (9.7%), and encephalitis (6%) were among the more frequently reported adverse effects of the treated 
subjects (see pp. 1 556-1557). Gilman notes that severe treatment-related adverse effects (AEs) occurred in 8% of patients who received 
active treatment (over half of which were associated with encephalitis) and in no patients who received placebo. Further, all 18 patients 
who reported meningoencephaltites received AN 1792. Encephalitis, which is an inflammation of the brain, would therefore be of utmost 
importance to monitor for in patients receiving immunotherapy, and thus would obviate the instantly claimed posterior reversible 
encephalopathy syndrome (PRES) and/or vascular edema. 

Casey et al. teach that PRES is typically characterized by headache, altered mental functioning, seizures, and visual loss 
associated with subcortical and cortical edema of a predominantly posterior distribution. Casey reports that Fluid-attenuated Inversion 
Recovery (FLAIR) MRI technology improves the ability to diagnose and detect subcortical and cortical lesions in PRES as compared to 
proton density- and T2-weighted spin-echo images (see Abstract, p. 1 199). Thus, Casey recommends that FLAIR be used in patients 
with suspected PRES to allow more confident recognition of the often subtle imaging abnormalities. 

It would have been obvious to the skilled artisan to monitor the efficacy of treatment of the antibody therapy disclosed by 
Schenk, such as by art-recognized cognitive tests such as NTB or magnetic resonance imaging technology such as FLAIR, particularly 
for assessment of adverse effects. Gilman teaches that encephalitis was a common adverse effect of Alzheimer's disease patients given 
immunotherapy, and the skilled artisan would thus expect that such would be the case with other types of immunotherapy. Accordingly, 
it would have been obvious to the skilled artisan to monitor for the occurrence of PRES or vascular edema in patients undergoing 
immunotherapy for Alzheimer's disease, such as by FLAIR technology. Thus, the combined teachings of the above references render 
obvious instant claims 3-4, 21-22, 27-35, 41-48 and 50-52. 

Claims 1-2, 5, 9 and 56-103 lack novelty under PCT Article 33(2) as being anticipated US 2005/01 18651 Al to BASI et al. Basi et al. 
teach the use of the monoclonal antibody 12A1 1 for the treatment of Alzheimer's disease. Humanized versions of the 1 2A1 1 antibody 
are disclosed for therapeutic use in humans (see [01 13]). The binding affinity of a humanized antibody is disclosed to be at least 3xl0 9 
M~ l to 5xl0 9 M" 1 . The dosage of administered antibody is taught to range from about 0.0001 to 100 mg/kg of host body weight, such as 
within the range of 0.5-1 15 mg/kg, and intermediate doses thereof (see [0224]). Doses can be administered daily, on alternative days, 
weekly, or according to any other schedule determined by empirical analysis. In therapeutic applications, the amount of administered 
antibody is disclosed as about 1 to 200 mg of antibody per dose, with dosages of from 5 to 25 being most commonly used. Both 
intravenous and subcutaneous administration of the therapeutic antibody are disclosed. Basi also teaches monitoring treatment in a 
patient, such as by measuring the level of administered antibody in the blood, so as to achieve an antibody blood concentration of 1-1000 
ug/ml. Dosage and frequency of administration thus depend on the half-life of the antibody in the patient, and treatment regimes are 
adjusted accordingly. As such, the teachings of Basi et al. anticipate the invention of instant claims 1-2, 5, 9 and 56-103. 

Claim 7 lacks novelty under PCT Article 33(2) as being anticipated by WYETH Annual Review 2005. The disclosure 
teaches the use of the monoclonal antibody, bapineuzumab (AAB-001), for the treatment of patients with Alzheimer's 
disease (see p. 16), thus anticipating instant claim 7. 

Claims 49 and 53-55 lack an inventive step under PCT Article 33(3) as being obvious over WYETH Annual Review 2005 in view of 
GILMAN et al. (2005) and CASEY et al. (2000). The teachings of the references are discussed above. Accordingly, in view of the 
combined teachings of the above references it would have been obvious to the skilled artisan to monitor the effectiveness of 
bapineuzumab in Alzheimer's patients for the occurrence of encephalitis conditions such as PRES or vascular edema. 
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